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Art Unit 
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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH{S) FROM 
THE MAILING DATE OF THIS COMMUNICATION 

■ Ex:e"s;c"s t -^e -^av te a.3. ac e ..-^ae^ re C'^o^ s c^'S 3^ CFR ' ' 2i a \- e.e-: -c-.e-e- --^ay a ^ep:> ce : -le-^ ec 
a*re^ SIX 6 MONTHS *'c-" :^:e --^ a aate s cc^^.-cat'cr 

- iM^e pe^'Od ^ep > speci^ea abcve s :ess \^a^ th.rty ,3C days a 'ep.y vvt^'^ s:at..torv n;n-um cMn:rty .50, days wi.i oe conside-ed t^me>y 

- If NO penod for reply .s specif-ed above the max.rr.un? sta'jtc^y pe^od .m:' app:> ar^d .mm exp;^e SIX .5; MONTHS from the maiLna date of this communication 

- Fai'ure to reply withm the set or extended period for reply wil. by statute cause tne app-ication to become ABANDONED >35 U S C § 1 33, 

- Any reply received by the Of^ce later than three months after the mailmg date of this communication eve^ i^ timely Med ^ay ^educe any 
earned patent term adjustment See 3^ CFR ' 7C4ib:i 

Status 

I 1 )□ Responsive to communication(s) filed on 24 January 2003 

! 2a)n This action IS FINAL 2b)n This action is non-final 

i 3)n Since this application is in condition for allowance except for forma! nnatters, prosecution as to the merits is 
1 closed in accordance with the practice under Ex parte Quayie. 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 



C!ain"i(s) 1-24 is/are penaing in the application 



4a) Of the above claim(s) 12-20 is/are withdrawn from consideration 

5) n Ciaim(s) is/are allowed. 

6) E] Claim(s) 1-11 and 21-24 is/are rejected 

7 ] ! ! C ! 3 ! m ■ S ^' ' '~' h 

8)n Claim(s) 



, -.t^ .J 



are subject to restriction and/or election requirement 

Application Papers 

9)[3 The specification is objected to by the Examiner 
10)[Zj The drawing(s) filed on 15 August 2002 ib/are: ajD accepted or b)\Z\ objected to bv the Examiner 

Applicant may not request that any objection to the drawing(s) be held in abeyance See 37 CFR 1. 85(a). 
1 1 )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

1 3) 0 Acknowledgment is made of a claim for foreign pnority under 35 U.S.C. § 1 1 9{a)-(d) or (f), 

a)nAII b)n Some*c)n None of: 

1 □ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No 

3 D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the international Bureau (PCT Rule 17 2(a)) 
* See the attached detailed Office action for a list of the certified copies not received 

14^in AcKMowiedgment is made ot a claim, for domestic pnonty under 35 'J S C. § 119(e) (to a provisional application) 

a) n The translation of the foreign language provisional application has been received 
15)0 Acknowledgment is made of a claim for domestic priority under 35 U S C §§120 and/or 121 
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' 1 ) H Notice of References Citpri (PT0^892; 

! 2) lZj Notice of Draftsperson s Patent Drawing Review (PTO-948) 

I 3) □ Informatton Disclosure Statement(S) fPTO-1449) Paper No(S) 



4, \~^\ jruprview Su'^'^a''y (PTO ^^13; Paper Nc;si £3 
5) O Notice of Informal Patent Application (PTO-152) 
6 1 H Other See Continuation Sheet 
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DFTAILED AC TION 




lodged rcp!>. filed November 2^). 2()(V as Paper Ni\ 2^. to the 



pre\ ious Offiee .Action. Receipt i> acknow ledyed ot a lepK . filed Januar\ 24. 2 



in}? a> Paper No. 



27, to the pre\ ious inter\ iew . conducted Jaiuiar\ 23. 2003. Amendments were made to the 
claims, and claim 25 was cancelled 

C laims 1-24 are pending m the instant application, (daims 12-20 w ere pre\ loush 
w ithdrawn from consideration, and remain so. An\ rejection of record in the pre\ lous OtTice 
Action. Paper No. 18. mailed Januar\ 1 5. 2002. that is not addressed in this action has been 
withdrawn. Because new rejections are made herein that were not necessitated b> applicant's 
amendment of the claims in Paper No. 25. this is No f A fINAl. AC flON. 

Claims 1-11 and 21-24 are under consideration in the instant application. 

Dranintrs 

New corrected draw ings are required in this application becau.se of the reasons set forth 
in the attached Draftspersoifs re\ iew. form PT()-^W8. .Applicant is ad\ ised to emplo\ the 
sei*vices of a competent patent draftsperson outside the Office, as the O.S. Patent and Trademark 
Office no longer prepares new drawings, fhe corrected drawings are required in repl\ to the 
Office action to awMd abandonment of the application. 1 he requirement for C(U-rected draw ings 
will not be held in abexance. 
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Specipcdtion 

Applicant IS inlornK\i thai llic ^pcciriCLitKMi is not in sequence compliance See the 
attached S I K" I'rror Report for the reasons, Apphcant is required to pro\ ide a substitute paper 
cop\ and computer readable form (CRF) of the sequence hsting. a statement sax ing the two are 
the same, and a statement that no new matter has been entered as a result of the new sequence 
listing, after applicant has made the appropriate corrections. 

Applicant is informed that the amendment to the specification concerning Table IL 
original!\ submitted on Juh 2"v ^OOr" and again requested for submission on Januar\ 24. 2U(JJ, 
has not been entered tor the following reason. The table as amended does not conft^'m to the 
a.cceoi-ih'ie >iaiidards for :i fable. Specillcall}- that fable extends o\er two pages. .Applicant is 
reo.uired to submit fable II as a new draw ing figure and prox ide a Brief Description of said 
drawing figure. 

Claim Objections 

Claim 6 is obiected to because of the tollow ing mtbrmalities: claim 6 contains an 
abbixwiation that is not first spelled out. specifically Mil: (Major Immediate i:arl\ ). .Appropriate 
correctiv>n is required. 

Claim Rejec tions - 35 CSC § 112 

1 h.e tolliwMug is a qucnation ol tiie lirst parrigraph oi I .S.C 1 12: 

I he spcciiiL\ili»Mi sluiil LOiUain a wi itlcii aoatpiuMi ot the iinciUi^Ht. aiiJ «-t iIk iiiaimci aiul piAvc-^N ot makitij 
aiul uMivj It. Ill MiJi lull. Jear. ^.^n^i-c. aiul cva.t iciius as ciiahlc am peis^'ii nIniIIcJ in llic ail wliicli it 
1 . ;v ,th u 111. h It I- ncaiA . > Miiic^icJ. u ■ make an J the --aaiie v.v.\ set hMlh tlie be^t nioJc 

. . ■n(^arn^lak\i V\ ih. ih\lTi1>'I ^aie.iiiL' ■■•iil ha- iineiiti'Mi 
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dainis 7 and 8 are rejected under 35 I'.S.C. 1 12, tlrst paragraph, as containing subject 
matter whicii was nvU descritK-d ni tlic >pecirieativ in sucbi a \\a\ as tv> reasonabK co!ne\ to one 
skilled in the relevant ait that the in\enlon>), at the tmie the application was filed, had 
possession ot the claimed iinention 1 his is a nvy\ rejection not necessitated by applicant's 
amendment. 

Applicant claims a DNA construct comprising a mutated Cit'i-1 binding site, where the 
binding site prior to mutation is greater than 65" o (claim 7) or 79^ o (claim 8) homologous with 
the consensus binding sequence for ( jfi-1 . The claims read on a broad genus of sequences prior 
to mutation that are capable of binding C ifi-1 prior to mutation, but not after mutatiiMi. 

The written description requirement lor a claimed genus ma\ be satisfied through 
sufficient description of a representati\ e number (>f species by actual reduction to practice or by 
disclosuie of relex ant idenlif\ inig ch.aracteristics. i.e. structure or other phvsical and or chemical 
propel tics. lv\ functivvnal cliaractcris.tics coupled ^vith ;i f ndwn oi' disclosed correlation between 
function and structure, or by a combination of such identifx ing characteristics sufficient to show 
applicants were in possession of the claimed genus. In the instant case, the specification does not 
sufficienlK describe a representati\ e number of species by actual reduction to practice or b> 
disclosure of relev ant identit\ ing characteristics. 

Applicant claims the >equenceN b\ function only, without an} di>clo^ed or known 
ci^rrelation between the elements and their lunctu)n. 1 he specification i>nl\ pi-o\ ides a 
description c<incerning the binding of v ill- 1 to the Cv-nsensuN sequence pviov to it'- mutation, aiui 
does not describe a representative number of sequences that are or "^^^"o homologou.s to the 
consensus sequence I he spec i fi cat ion. ailhougii i isimg .uuimb'Ci' c»l pH>icniia! ( i!i - ! I^indmg sucs 
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in Table II of ihc instant spcci ilcation. does not nidiealc that these sequences are actual!) dri-l 
bnidiriL: site>. 1 urilicrnuM'c. tlicre i> no clear nidicatioi] as to h.ow to d.eternvave ih.e deyree of 
honiologx helween the consensus sequence and a Cifi-l binding sequence as clamied. especiall\ 
in light of the \ ariable nature of the consensus sequence (i.e.. how d(K*s "N" affect the 
determination of homolog> ). As a result, the skilled artisan cannot en\ ision a sufficient number 
of embodiments ot the instant in\ ention from the instant specification because the specification 
does not disclose what sequences that are 65*^0 or 79^N> homologous to Cjf-1 are actuall\ capabi 
(^f binding to ( ifi-l . and which therefore are subiect to mutation in order to pre\ enl the binding < 
Gfi-1. 

I h.e prior art does not pro\ ide sutTicient information on the subject to o\ ercome the 
deficiencies ol^the specillcation. I here is no description in the prior art w ith regard to sequence 
that are 6^^^, or 7*^)";; h.omologous wwh the consensus (Til-l bindmg site thai are capable of 
biiiding tv- (if: 1 prior to. but subsequeiV. to. iiiutat'^n I bus the skilled artisan cannot reh on tin 
prior art to en\ ision a sufficient number of embodiments of the instant inx ention to see that the 
applicaiU w as in possession of the claimed genus. 

Neither the specifiCcition of the instant applicatiiMi or the prior ai t describes a 
representati\ e number ot( if - 1 binding sites with b5'^) or 7^)'*u homologx to the consensus site 
that are capable of binding to (ifi-l prun- to. but not subseqtient to. nuitation. As a result, the 
skilled artisan w(>uld not be able to ein ision the claimed in\eniion b\ rei>ing on tlic piior ait or 
the instant sneciilcaiion. i iicicfoic applicuVi iias lu-i satisfied the wiitten descriptiO'ii. 
reLjiiirement to show the skilled artisan that thc> \\ere m possession of the claimed genus. 
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The foll(n\ ing is a quotation of the second paragraph of 35 r.S.C. I 12: 

Tiic spcciiKMtKMi sluiii .^oiiciuue \mui i^'irc v'!' iiUMc cl.iiiris part ! v w ki f"! s poiiv.i'iL: out and distiiictN claifning the 
Mil^K'ci luatici whivh the af^plivaiit ICl:a["J^ a^ iincntK'ii 

Claims !-6. 10. 11. 23 and 24 aie reiected under 35 r.S.C. 1 12. seciind paragraph, as 
being indefinite for failing to particular!} point out and distinctl) clanii the subject matter which 
applicant regards a> the in\ention. Thi.s is a new rejection not necessitated by applicant's 
amendment. 

Claims 1 -6. 10. 1 1 . 23 and 24 are indefinite because the nietes and bounds of the claim 
are unclear. The claims are directed to a CjIi-I binding site, which upon mutation is no longer 
capable of binding to Cifi-l . It is unclear if the claim is referring to the consensus binding site, or 
if It is reierring lo anothci biudiiii^ mic. 1 urihcnnoic. because the hmding site hM" C -ti- ! \\ as 
deteruMned b\ inuitiple methods, each gi\ ing a diffeicnt result (e.g.. f^NA fo.ort-priiVLing gi\es a 
21 hp Overlap witbi a proposed 12 bp binding site, ubale DMS inierfcicncc indicale> a ^) bp 
binding sequence), the metes and bounds of "(ifi-l binding site"" are unclear. .Also, it is unclear 
if the term encompasses binding sites b\ other methods that are not disclosed in the specification. 
Therefore, the starting material upon w hich the mutations are made is indefinite, and the claim is 
indefinite as a result. 

Claim 24 recites the limitatii>n "A.\ 1 ( " in the ^ccond Ime ol the claim. 1 here i.s 
insufficient antecedent basis for this limitation m the claim. 1 he claim fixmi which claim 24 
depends does not indicate an\ sequence> containing the tetranucletUide ".AA 1 C'"". therelorc it is 
unciea!" wb.ai ^ei.|uc!tt,c f>eirig rclci^rcJi lo ii] claiiv. - 1. 
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Claim Rejections - 35 L SC^ 102 

I he toiiowinu is a quotation oi tiie appio|Miate pa!"aL:rapli> e-t "5 I '.S,('. 1^2 that lorir. the 
basis lor the reieetions under this section made m this OtViee action: 

A person shall be entilled to a patent unless - 

(at the invention \Nas kno\Mi or used b> oihers in this eountr>. or patented or de^eriheJ in a printed piibheation in thi^ 
or a toreiyn eouiiiiA be!t>re tlie iiueiition there^it b\ the applieaiu lor a patent 

(b) liie inseiUKMi u.i> [\ileiiied 0\ de>^r!bed ii] a piinieJ piiblicaiion \\\ \h\^ oi .i toiei^n ^ouiur\ or in piibhc use on 
sale Ml thi^ ^ouiitrx . more than one ) ear prior to the d.iie of appheaiion tor p.itent ni llu' I nited States 

(ei the in\ention \vas described in a patent granted on an a[^p Ileal ion tor patent b> aiiotlier tiled in t!ie L nited 
SlatL-s bcil.re tbie iPiveiition. thereof b\ live app! ieaiM t'^f patonr or on an international application b\ anotlier who 
has t'ldtllled tfie requirements of paiagiaphs i I). (2i. and i 4 i ot section Kci ot tins title beioie uie iiiseiiLion 
tliereot^b) the applicant tor patent 

The changes made to 35 I'.S.CV 102(e) b> the American hnentors Protection Act ol 
(AlPA) dt^ not apph to the examination this appHcation as tiie application being examined 
was not ( 1 ) i~i!ed o\\ or alter No\ ember 29. 200(l or (2 i \ tiluntanl\ pubhshicd under 35 r.S.C\ 
I Therelore. this apphcation. is examined under 35 ISC" 102(e) prior tc^ the amendnient 

by the AIPA {pre-AlPA 35 r.S.C\ 102(e)). 

Claims !-l 1 and 21-24 are rejected under 35 U,S.C\ 102(a) as being anticipated b\ 
/weidler-McKay c7 al. (IDS reterence -4: henceforth /weidler: pubHshed August 1996p This is 
a ne>> rejection not necessitated by applicant's amendment. 

/w eidler teaches the identification of a consensus ( di- 1 binding sUe. the mutation of the 
consensus binding site tt) determine residues thai aftect the binding ol the dfi-l protem. the 
identiiication ofa consensus ( n!-! binding ^itc in tlie hun^an c> tomega!o\ irus Mlh prot^KMor and 
cxi^icssion con^l!■uct^ comprising the human c\tomegalo\ irus Mlb piomoter ( 1 1('M\ -Mil ) 
wlverem the ( ^mdmL' mIc h,i^ been mulaled. Specilicalb^ . / wcidlct identiliCN the conscn.--us 
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binding site tor (ill- 1 a> bLMng T.A AA TC AC^( A i)(iC\A. whore the underlined portion is an 
iiiiportanl nioiil (see tor example i igure 3 and page 41)27, the tlrst Uil! paragraph on the right 
side), /ueidler also establishes that niulatit^n ot'tlie "AA TC" niolif abolishes the mterciclion 
with Cifi-l (see tlgure 5 and page 4()2tS, first liill paragraph, left side), /weidler demonstrates 
that Gfi-l can bind to the I1CM\'-M11- promoter, w here it represses the expression of a C.AT- 
reporter gene: /weidler also teaches that mutating the "A/\ 1 C"" ^ite to "AAC" 1" m the context of 
the HCM\'-Min promoter (as is done in the construct ol^SliQ ID NO: 14 of the instant 
application) results in alle\iation of the (ifi- 1 -dependent repression 'impro\ed expression of CAT 
reporter gene expression (see for example 1 igure 7 and page 4029. second full paragraph, right 
sideV I inalK . /weidler tenches that ( iil-1 binding sites are present in the prt)moters of proto- 
oneogenes. and therefore pla\ a role in the mhibition of their expression (see for example the 

A Ks:t r i, M 1 

Claims 1-4 and 7-1 1 are rejected under 35 I'.S.C. 102(b) as being anticipated b\ l^ang et 
al. (CS Patent No. 4.092.373: see entire document: henceforth Bang). This is a ne^^ rejection 
not necessitated by applicant's amendment. 

The clain^s read on a f)NA construct that has a mutated Cfi-1 binding sequence. whereb\ 
binding by (rll-1 is prohibited. Hecau>e mutation of the sequence i.s nt)t limited b\ the definition 
pro\ ided b\ the specification ( see page 4. lines 1 5- 1 9 l the mutation could, lor example, 
comprise a comfiicle Lielction oi iiic (lii-i i'MrKlmg sccjuence. Nince a cv-mj^ilctc ueleiio/n o! a (iii- 
1 binding sequence i> within the scope ol'the claims, the claim reads on an> 1)N.\ construct that 
does no\ contain a ( rfi- 1 iMiulmg Mie. becauNC liic .fn^ciice o\ ^uci^ a ^ne would be expected imi 
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bind to Cit'i-l Applicant is ivniniLicd that ihc claims arc drawn to the produci. aixi not io a 
metliiKi ormakmL! llie prv>duct. tiuMviore tiic nniiaiion e\enl doe^ not di^l^luui^ll tlie claiined 
invention o\er the prior art cited below. 

I3ang discloses a DNA construct comprising a promoter that does not contain a Citl-l 
binding site (see for example column 19, lines 22-40). therefore the DNA construct does not 
ha\ e the capacit\ to bind (it'i-1 hence said binding is prevented. Since the \ector is a \ iral \ ector 
(pSV2-t\pe. an S\'4() \ iral \ ector). the promoter sequence in the construct is necessaril) a \ iral 
proiriOtei' seO|Ue:^.ce. ! b.e pi'oiiiotei" is activ e in mamn.ia.lian ccll'^, dit'tMted h\ the use of 
mammalian cells in c-^ijunciion with the \ector (see for example column IS. lines 4-14). 
I inall). nang describes the use of the \eclor coniprised of a pronioler lacking a (ilVl binding 
site to produce protein C (a plasma protein: i.e. a growth factor), wherein the protein C sequence 
is operaii\eh linked to tlie promotei (see fc>r example column 1 1. line 65 t(^ colun^.n 12. 20). 
/\s sucii. t3ang aniicipaics ihc ckum.s set luilli m llic m^laiVL aj^'j^-IiCcitivMi. 

Claims 1-4 and 7-1 1 are rejected under 35 r.S.C\ 102(e) as being anticipated h\ llglitis et 
al. (TS Patent No. 5.672.5 see entire document: henceforth l\glitis). This is a new rejection 
not necessitated b> applicant's amendment. 

1 he claims read on a DN A construct that has a mutated dfi-l binding sequence. whereb> 
binding b\ trfi-l is prohibited. Because mutation ot the sequence is not limited b> the definition 
provided b\ live specilication (see page 4 lines L^-l'^)). tiie muiaiion could, for cxamf>ie. 
comprise a complete deletion ot the dfi-l binding sequence. Since a cc>mpletc deletion of a Cifi- 
1 bmdmi.' sequence is within the s^i^pc o\ the claims, the claim reads on an} I )N A construct fhat 
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dues iiol contain a Cifi-l bindine site, because the absence of such a site would be expected not 
bind to Ciil-l . Apphcaiit is reminded thai the claims are drawn to the product, and not to a 
metiiod ot'makine the product, theretore the mutation e\ent does not distinguish the chiimed 
in\ention o\er the prior art cited below. 

Eglitis discloses a DNA sequence comprising a promoter that does not contain a (ifi-l 
binding site (see tor example column 4. hues 6-53). therefore the DNA construct does not ha\e 
the capacit) to bind (ifi-l hence said binding is prexented. Since the \ ector is a relro\ iral \ ector 
fe,g.- a Mal(^ne\ Murine Ijj.kemia \'irus \ ector; see !br example eolumin 4. linos 48-50). the 
promoter sequence in the construci is necessaril\ a \ iral promc^ter sequence that is functional in 
mamnialian cells. !-glilis also teaches ihc expressiv)n of intcrlcukin^. L^iowth uu lois. cic. [hat are 
opei"abl\ linked to the promoter sequence lacking a (ill- 1 binding site (see tor example column 2. 
lines 31-40. ciMumri S Ime 02 to LokLirini 0. Imc 2, and claim 24). As such.. i\glit!s anticipates the 

o ; - ^ r . ..4i, : : .- . . i ■ 

vitmu.T I iwiui llJ lllL lllMtlllL a[ f} '1 IL lU U M 1 . 

Allowable Subject Matter 

No claims are allowable. 

An} inquir_\ concerning this communication or earlier communications from the 
examiner should be directed to I)a\id A 1 ambertson wh(>se telephone number is ('^()>) 3^()S-S3^05. 
i he examiner can ni>rm.iii\ he vcAcUci} on N;i!iv4\>( ipip.. 

If attempts \o reach the exammci- b\ telephone are uiisuccosfui. the examiner's 
supeiA iNor. I\cm\ YuccL V'w \ ). ^a\\ be reached on < > ) .^^o.^- j oos, 1 he lax phone numbe!'> lor 
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the organization where this appheation or pmccedinL: is assiup.eJi are {"^O^) "05-7^014 lor reiiular 
comnuinieations and (^<t3) r^n5-"(M4 tor After l inal eo^ln^JJ.naca^ion.^. 

An\ inquHA t^l a general nature or relaling to the status of this appheation or proeeednig 
should be directed to the receptionist w hose telephone number is (703) 3()8-U1^^6. 



Da\ id A. LambertSiMi 
Februar\ 24. 2003 




